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AB The present invention provides a kit and a method for targeting of a 
diagnostic or therapeutic agent to a target site in a mammal having a 
pathol. condition. The kit comprises, in sep. containers, (A) a first 
conjugate comprising a targeting moiety and a morpholino oligomer (MORF) , 
wherein said targeting moiety selectively binds to a primary, 
target-specific binding site of the target site or to a substance produced 
by or assocd. with the target site; (B) optionally, a clearing agent; (C) 
a second conjugate comprising multiple copies of complementary morpholino 
oligomer (cMORF) and a diagnostic agent or therapeutic agent; wherein the 
CMORF is bound to a polymer; and (D) a third conjugate comprising a MORF 
and a radiolabel. The method for targeting of a diagnostic or therapeutic 
agent comprises administering (A) , optionally (B) , (C) and (D) to a 
mammal. For example, whole body images obtained simultaneously of three 
nude mice each bearing LS174T tumors were presented. The first animal 
received MORF-99mTc (3 h before imaging) , the second one received 
MORF-99mTc and the cMORF-polymer (21 h before imaging) , while the study 
animal (amplification) received the MORF-99mTc, cMORF -polymer , and the 
anti-CEA antibody (MN14)-MORF (51 h before imaging). The images show 
tumor only in the study animals receiving both the antibody and the 
polymer, providing evidence that in vivo amplification targeting is 
feasible and has been achieved. 
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AB Dextran conjugate of tissue non-specific alk. 

phosphatase (tns-AP) obtained by reacting nonglycosylated tns-AP and 
activated dextran in aq. soln., and use of the AP-dextran 
conjugate as std. for quant. AP assay, are disclosed. 
Nonglycosylated tns-AP can be obtained by expressing tns-AP in 
prokaryotes. Expression of human tns-AP in E. coli, and conjugation with 
dextran T-40 (av. mol. wt . 40 kDa) are described. After dextran 
conjugation, the activity of tns-AP was 70 - 90% of the non-conjugated 
tns-AP. 
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AB Peptide nucleic acid probes derived from ribosomal DNA are described for 
the detn. of Bacillus anthracis. Specificity of the probes for B. 
anthracis in fluorescent in situ hybridization is demonstrated. 
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AB The invention relates to methods of detg. the presence or amt. of an 
analyte in a sample suspected of contg. the analyte, said method 
comprising the steps of: (a) bringing together in an aq. medium to form a 
mixt.: (i) the sample; (ii) at least one specific binder for the analyte; 
(iii) a first binding agent coupled to either (1) exogenous analyte or (2) 
the specific binder for the analyte; (iv) a support comprising a second 
binding agent; (b) adding an activator to the mixt., wherein the activator 
binds the first binding agent and the second binding agent of the support 
to immobilize the first binding agent; (c) detg. the amt. of the analyte 
in the sample by detecting the immobilized first binding agent, the 
presence or amt. thereof being related to the presence or amt. of the 
analyte in the sample. The invention also relates to a modified DELISA 
assay in which the analyte is an antibody/ autoantibody; the binding mol . 
is an antigen to the antibody, the first binding agent is coupled to 
exogenous antigen. Thsu anti GAD (glutamic acid decarboxylase) 
autoantibody was detd. in the sera of IDDM (insulin dependent diabetes 
mellitus) patients using a one plate assay. Biotinylated BSA was 
immobilized to Nunc U8 maxisorp microtiterplate; biotinylated GAD soln. 
was incubated with the sample on the plate; thereafter protein A reagent 
was added, followed by incubation and the addn. of a streptavidin reagent. 
Finally the plate was rinsed; monoclonal antibody-HRP conjugate was added; 
after incubation, tetra-Me benzidine and hydrogen peroxidase were added; 
the intensity was measured at 63 0 nm in a plate reader. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB Water-sol. reagents and conjugates which are particularly well suited for 
use, for example, in biol. relevant detection, quantification, and 
targetting procedures, e.g. in immunohistochem. , antibody immobilization, 
sepn., or purifn., DNA hybridization tests, and flow cytometry, are based 
on a polymeric carrier to which are covalently attached .gtoreq.l moieties 
derived from divinyl sulfone, each of which moieties is attached to the 
carrier via a covalent linkage formed between one of the 2 vinyl groups of 
a divinyl sulfone and a reactive functionality on the polymeric carrier. 
The mol. species, of which .gtoreq.l may be attached to a carrier mol . , is 
an antigen, antibody, hapten, gene probe, hormone, enzyme, drug, dye, 
fluorophore, etc. Methods are provided for the prepn. of the reagents and 
conjugates. High-mol . -wt . dextran was activated by reaction with divinyl 
sulfone and then coupled with horseradish peroxidase and with 
straptavidin. The conjugate was complexed with biotinylated rabbit 
anti -human .kappa, light chain. The complex was tested in an ELISA and in 
an immunohistochem. procedure. 
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Coupling of anthracyclines to high-molecular-weight carriers may alter 
drug disposition and improve antitumor effects. We have performed a 
clinical phase I trial of doxorubicin coupled to dextran (70000 m.w.) . 
The drug was administered as single dose i.v. every 21-28 days. Thirteen 
patients have received a total of 24 courses (median 2; range 1-3) . At 
the starting dose of 4 0 mg/m2 doxorubicin equivalent (DOXeq) , WHO grade IV 
thrombocytopenia was noted in 2/2 patients. WHO grade IV hepatotoxicity 
and WHO grade III cardiotoxicity were noted in a patient with preexisting 
heart disease. Five patients were treated with 12.5 mg/m2 DOXeq. Maximal 
toxicity at this dose level was WHO grade III thrombocytopenia and local 
phlebitis (WHO grade II) in 1/5 patients, elevation of alkaline 
phosphatase (WHO grade III) and WHO grade III vomiting in another 
patient. Subsequently, five patients received 2 0 mg/m2 DOXeq. 
Hepatotoxicity was noted in 5/5 patients (1 x WHO grade IV, 1 x WHO grade 
III) . Thrombocytopenia was noted in 3/5 patients (1 x WHO grade IV, 2 x 
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WHO grade III) . At 12 . 5 mg/m2 DOXeq, a patient diagnosed with a malignant 
fibrous histiocytoma had stable disease for 4 months. Pharmacokinetic 
analyses of total and free doxorubicin were performed in plasma and urine. 
The maximum peak plasma concentration (ppc) for total DOX was 12.3 
micrograms/ml at 40 mg/m2 DOXeq. The area under the plasma concentration 
time curve (AUC) ranged from 28.83-80.21 micrograms/ml *h with 
dose-dependent elimination half lives (tl/2 alpha: 0.02-0.87 h; tl/2 beta: 
2.69-11.58 h; tl/2 gamma: 41.44-136.58 h) . (ABSTRACT TRUNCATED AT 250 
WORDS) 
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